Synopsis: Rodi c and colleagues analyzed archival melanocytic lesions and cultured melanomas and found no correlation between melanocyte PD-L1 expression and BRAF V600E mutation, indicating that distinct biomarkers should be used to select patients for BRAF inhibitor and PD-1/PD-L1 checkpoint blockade therapies. Chen, Lee, and colleagues compared the antitumor activity of anti-PD-1 in combination with anti-4-1BB versus with anti-LAG-3 and showed in syngeneic, poorly immunogenic mouse tumor models that the combination with anti-4-1BB elicited superior and well-tolerated tumor inhibition that did not require vaccine.
The Nonsignaling Extracellular Spacer Domain of Chimeric Antigen Receptors Is Decisive for In Vivo Antitumor Activity Michael Hudecek, Daniel Sommermeyer, Paula L. Kosasih, Anne Silva-Benedict, Lingfeng Liu, Christoph Rader, Michael C. Jensen, and Stanley R. Riddell Synopsis: Hudecek, Sommermeyer, and colleagues show that modifications of the length and composition of the extracellular spacer of a chimeric antigen receptor (CAR) that abrogate its binding to Fc receptors can prevent off-target activation of CAR T cells and enhance their antitumor efficacy.
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Tasquinimod Modulates Suppressive Myeloid Cells and Enhances Cancer Immunotherapies in Murine Models
Li Shen, Anette Sundstedt, Michael Ciesielski, Kiersten Marie Miles, Mona Celander, Remi Adelaiye, Ashley Orillion, Eric Ciamporcero, Swathi Ramakrishnan, Leigh Ellis, Robert Fenstermaker, Scott I. Abrams, Helena Eriksson, Tomas Leanderson, Anders Olsson, and Roberto Pili Synopsis: Shen, Sundstedt, and colleagues show in murine models that tasquinimod enhanced the antitumor effects of SurVaxM tumor vaccine for prostate cancer and of 5T4Fab-SEA tumor-targeted superantigen for melanoma by inhibiting the accumulation and function of tumor-infiltrating suppressive myeloid cells.
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Combination of 4-1BB Agonist and PD-1 Antagonist Promotes Antitumor Effector/ Memory CD8 T Cells in a Poorly Immunogenic Tumor Model Shihao Chen, Li-Fen Lee, Timothy S. Fisher, Bart Jessen, Mark Elliott, Winston Evering, Kathryn Logronio, Guang Huan Tu, Konstantinos Tsaparikos, Xiaoai Li, Hui Wang, Chi Ying, Mengli Xiong, Todd VanArsdale, and John C. Lin Synopsis: Chen, Lee, and colleagues compared the antitumor activity of anti-PD-1 in combination with anti-4-1BB versus with anti-LAG-3 and showed in syngeneic, poorly immunogenic mouse tumor models that the combination with anti-4-1BB elicited superior and well-tolerated tumor inhibition that did not require vaccine. 
ABOUT THE COVER
Many cell types can be infected with Epstein-Barr virus (EBV), but only B lymphocytes express the set of EBV-encoded proteins that induce proliferation. Expression of these viral proteins is restricted to a defined B-cell differentiation stage. Emergence of EBV-induced B-cell malignancies is suppressed by highly efficient immunologic surveillance mechanisms. In addition to cytotoxic T cellmediated elimination of infected cells, the regulatory circuit of the immune response also operates in surveillance, particularly in the early phase of infection. This mechanism involves T cell-mediated regulation of B-cell differentiation, a phenomenon that can be demonstrated in vitro with experimentally infected B cells.
The cover image (generated by Dr. Eahsan Rasul) comprises fluorescence micrographs of CBM1-Ral-STO cells treated with lymphokine IL21, a product of activated T cells. CBM1-Ral-STO is a lymphoblastoid cell line generated by in vitro infection of human cord blood mononuclear cells with EBV. IL21 pushes the cells to plasmocytoid differentiation as shown by the expression of Blimp-1, a plasma cell-specific marker. In these cells the EBV-encoded growth program is not expressed due to downregulation of EBNA-2, and consequently these EBV-infected cells cease to proliferate. Cells in the top two panels were stained with mouse anti-EBNA-2 mAb clone PE2 (green), and anti-LMP-1 mAb clone S-12 (red). Cells in the bottom two panels were stained with mouse anti-Blimp-1 mAb clone 3H2-E8 (green), and Dapi for nuclear DNA. For details, see the Masters of Immunology primer by Eva Klein and colleagues that begins on page 97 of this issue. 
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Eva Fischer Klein, MD, PhD, is a professor emeritus and group leader in the Microbiology, Tumor and Cell Biology Center (MTC) of the Karolinska Institute, Stockholm, Sweden. Her pioneering contributions in experimental and clinical studies cover several aspects of malignancy including tumorigenesis, host immune responses, and the microenvironment. Guided by her work on virus-induced lymphomas in mice she began studies on Burkitt lymphoma in its initial stages when the Epstein-Bar virus (EBV) was discovered in Burkitt lymphoma tissues. EBV continues to be her main research focus. She has established a number of cell lines derived from African Burkitt lymphoma that are in use today.
Dr. Klein was born in Budapest, Hungary, in 1925. With the help of friends she survived the Holocaust (miraculously on a few occasions); immediately after the war she began medical studies at the University of Budapest, where she met Georg Klein, who became her husband. In the last days before the Iron Curtain descended on Hungary the couple moved to Stockholm. 
